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Introduction
Cognitive dysfunction is reported in 43%-65% of patients with MS [1] and is strongly correlated with white matter (WM) lesion volume and brain atrophy. Altered memory and information processing speed were recently identified as the most common dysfunctions in MS patients. On the other hand, it was reported that some MS patients suffered from significant dysfunction in visuospatial abilities and executive functioning, but the frequency was not so high. [1] In addition, neuropsychological test scores were shown to correlate only weakly with disease duration and neurological disability. [1] Recently, changes in cognitive function of patients with neuromyelitis optica spectrum disorder (NMOSD) were reported by several groups. The first study by Blanc and colleagues used the Brief Repeatable Battery of Neuropsychological Tests (BRB-N) as well as three additional tests to compare 30 MS and 30 NMO patients with 30 healthy controls (HCs). [2] The study reported that the cognitive impairment in MS and NMO patients was significantly worse than that in HCs; however, they did not find a difference in cognitive function between MS and NMO patients. Another study comparing cognitive function and depression in MS and NMOSD patients and HCs (n = 42 per group) found that cognitive impairment was experienced by 67% of the NMOSD patients, whereas the prevalence of cognitive impairment was similar between patients with MS and those with NMOSD. [3] Saji et al. investigating BRB-N in a cohort of patients with MS (n = 17) or NMOSD (n = 14) and HCs (n = 37) reported that cognitive dysfunction was observed in 57% and 47% of NMOSD and MS patients, respectively, with similar cognitive profiles between the two disease groups. [4] Brain grey matter (GM) and WM volumes in patients with MS and NMOSD were also assessed by voxel-based morphometry (VBM). [5] [6] [7] Prinster and colleagues reported significant GM volume loss in relapsing-remitting MS patients compared to age-matched HCs. [5] One VBM study revealed that deep GM volume was significantly lower in patients with MS than in those with NMO. [6] Yet another study reported that the GM and total brain volume were lower in MS patients than in NMO patients, whereas the WM volume did not differ between MS and NMO. [7] Collectively, the results from several studies indicated that MS and NMOSD patients did not show a difference in cognitive, whereas some VBM studies reported that MS patients exhibited GM volume loss compared to patients with NMOSD. These divergent results highlight the need for further assessment to draw clear conclusions on the difference in cognitive function between MS and NMOSD given that GM volume loss could lead to cognitive dysfunction. The first aim of this study was to investigate potential differences in cognitive function and regional GM volume between MS and NMOSD patients. Second, we aimed to identify the specific brain region responsible for cognitive impairment in MS and NMOSD patients by analysis of correlation between cognitive function and regional GM volume.
Materials and methods Patients
In this study, 20 relapsing-remitting MS patients and 16 NMOSD patients were included. All MS patients fulfilled the 2010 Revised McDonald criteria, [8] and all NMOSD patients fulfilled the 2015 international consensus diagnostic criteria. [9] Subjects who relapsed within three months of brain MRI or neuropsychological tests and those who were unable to perform neuropsychological tests because of severe bilateral visual loss or disturbance in dominant upper extremities were excluded. In this study, ethical approval was obtained from the ethics committee of Chiba University School of Medicine. All patients provided informed consent.
Clinical characteristics
We reviewed age at disease onset and sex as well as the following parameters at the time of brain MRI: age and disease duration, number of attacks, Kurtzke Expanded Disability Status Scale (EDSS), presence of brain MRI abnormalities suggestive of MS or NMOSD, functional visual acuity score, years of education, anti-aquaporin-4 antibody positivity [10] and treatment. Brain grey matter and white matter volume measurements Regional GM and WM volume changes were determined by the Lesion Segmental Tool (LST) developed by Schmidt et al. (http://www.applied-statistics.de/lst.html) and voxelbased morphometry eight (VBM8; http://dbm.neuro.uni-jena.de/vbm/). [11] [12] Briefly, LST automatically identified plaques on FLAIR images and filled T1 black holes on T1-weighted three-dimensional images. Subsequently, segmentation and spatial normalization by diffeomorphic anatomical registration through exponentiated lie algebra (DARTEL) were achieved by VBM8. Initial threshold (κ) values for lesion filling were optimized as below. First, lesion-filled-images were prepared from κ values of 0.15 to κ values of 0.50 with interval κ values of 0.05. Three MS specialists separately voted for the κ value of 0.20 which used for lesion filling, which was followed by segmentation using VBM8. We compared differences in GM and WM volumes between MS and NMOSD patients using statistical parametric mapping eight (SPM8) and two-tailed t test with age as a covariate, implemented on Matlab version R2012b on Windows 7. Intracranial volume (ICV), calculated by the sum of whole brain GM, WM and cerebrospinal fluid volumes, was treated as a covariate to normalize for head size. Lesion volume filled by LST was expressed as total lesion volume (TLV).
Evaluation of cognitive function

Calculation of volume of interest
Volume-of-interest (VOI) was automatically calculated as sphere of radius six mm from a peak coordinate significantly different in MS and NMOSD derived from two-tailed t-test with SPM8 and subsequently normalized by ICV.
Statistical analysis. Continuous data were compared using the Mann-Whitney U test. Categorical outcomes were evaluated using the chi-square test or Fisher's exact test. Spearman's rank test was performed to analyse correlations. P values of <0.05 were considered statistically significant. For VBM analysis, height threshold of P < 0.05 corrected for family-wise error (FWE) and extent threshold at least 50 voxels were considered significant. Coordinates were reported in the standard anatomical space developed at the Montreal Neurological Institute (MNI). [13] Statistical tests were conducted using SPSS 1 version 22.0 (IBM Corporation, Armonk, NY, USA).
Results
Demographics, clinical characteristics and neuropsychological performance of MS and NMOSD patients
Demographics, clinical characteristics and the results of neuropsychological tests of the study cohort are shown in Tables 1 and 2 . Median age of MS patients at the time of brain MRI scans was lower than that of NMOSD patients (38.5 versus 55.0 years, P = 0.012). Although the percentage of brain MRI scans suggestive of MS was significantly higher in MS patients than in NMOSD patients (95% versus 40%, P = 0.005), the percentages of brain MRI scans suggestive of NMOSD were not different between the two groups. Meanwhile, median functional visual acuity score of NMOSD patients at the time of brain MRI was higher than that of MS patients (0.0 versus 2.0, P = 0.016). Other clinical characteristics including age at disease onset; sex; disease duration, number of attacks and EDSS at the time of brain MRI; and years of education were not different between the MS and NMOSD patients. None of the MS patients were positive for anti-aquaporin-4 antibody, whereas anti-aquaporin-4 antibody positivity was observed in all but one NMOSD patients. Treatment with interferon-β was significantly more frequent among MS patients than NMOSD patients at the time of brain MRI (P = 0.005). Conversely, prednisolone therapy was more frequently used in patients with NMOSD than in those with MS at the time of brain MRI (P < 0.001). Evaluation of patients with WAIS-III revealed that median processing speed intelligence quotient (IQ) was lower in MS patients than in NMOSD patients (79.5 versus 92.0 years, P = 0.036). There were no differences in CAT and TMT scores between the two patient groups. Assessment by WMS-R determined that general memory, median verbal memory and delayed recall scores were lower in MS patients than in NMOSD patients (95.0 versus 115.5, P = 0.024; 91.0 versus 117.0, P = 0.012; 87.0 versus 111.0, P = 0.013; respectively).
Significant differences in correlations among neuropsychological test scores between MS and NMOSD patients
Among MS patients, all components of the neuropsychological test scores that were significantly different between the two groups (i.e. scores for processing speed IQ, general memory, verbal memory and delayed recall) showed positive correlations (S2 Table) . Specifically, any combination of two of the four tests were significantly correlated. For example, verbal memory was positively correlated with delayed recall (rho, 0.91; P < 0.001), general memory (rho, 0.96; P < 0.001) and processing speed IQ (rho, 0.73; P < 0.001). Delayed recall also showed positive correlations with general memory (rho, 0.96, P < 0.001) and processing speed IQ (rho, 0.74; P < 0.001), whereas general memory was also positively correlated with processing speed IQ (rho, 0.66; P = 0.001). Conversely, positive correlations were also found among all factors other than processing speed IQ in NMOSD patients (S2 Table) . In fact, verbal memory showed positive correlations with delayed recall (rho, 0.99; P < 0.001) and general memory (rho, 0.98; P < 0.001) but not with processing speed IQ (rho, 0.33; P = 0.21). Delayed recall was also positively correlated with general memory (rho, 0.98; P < 0.001) but not with processing speed IQ (rho, 0.39; P = 0.14). Finally, there was no correlation between general memory and processing speed IQ (rho, 0.43; P = 0.097) in NMOSD patients.
Comparison of lesion volumes between MS and NMOSD patients
TLV, ICV and TLV/ICV in MS and NMOSD patients are shown in Table 3 . Although TLV/ ICV in MS patients tended to be higher than those of NMOSD patients, there was no statistically significant difference in median TLV/ICV values between the two groups (0.015 versus 0.0048, P = 0.077).
Comparison of brain volumes of MS and NMOSD patients
Analysis of brain MRI scans with VBM showed that GM volume of the left superior temporal gyrus (STG) was smaller in MS patients than in NMOSD patients (FWE corrected P < 0.05, Z max = 4.97, 62 voxel, peak MNI coordinates: −44, −28, 10; Fig 1) . Conversely, there was no difference in WM volumes between the two groups. Three MRI systems were used to obtain brain scans in this study; therefore, we also performed the same analysis in patients who underwent brain MRI on Signa HDxT, which was used in the majority of cases and found that GM volumes of the left STG and posterior cingulate gyrus were smaller in MS patients than in NMOSD patients (FWE corrected P < 0.05, Z max = 5.49 and 5.87, 503 and 176 voxels, peak MNI coordinates: −44, −22, 7 located in Brodmann's area 13 and −9, −58, 3 in Brodmann's area 30, respectively). Furthermore, we obtained the same result by using age and MRI scanner difference as covariates.
Correlations between the left STG volume and neuropsychological test scores
First, we investigated correlations between the left STG volume and neuropsychological test scores differed in the two groups. Specifically, analysis in MS patients determined that the left STG volume tended to be correlated with delayed recall (rho = 0.40, P = 0.078) (Fig 2A) , whereas verbal memory, general memory and processing speed IQ were not correlated with the left STG volume (rho < 0.35, P > 0.13) (Fig 2B-2D) . In NMOSD patients, no correlations were found between the four tests and the left STG volume (P > 0.68). Next, correlations between the left STG volume and neuropsychological test scores not differed in the two groups were investigated. In MS patients, the STG volume was positively correlated with accuracy of auditory detection (rho = 0.51, P = 0.027) and symbol digit modalities test (SDMT; rho = 0.57, P = 0.015). The time to finish TMT part B was negatively correlated with the left STG volume in MS patients (rho = −0.61, P = 0.006). On the other hand, both the percentage of correct 
Discussion
The current study revealed the following: 1) MS patients exhibited worse processing speed IQ, verbal memory, general memory and delayed recall than NMOSD patients despite their relatively younger age; 2) GM volume of the left STG was smaller in MS patients than in NMOSD patients.
3) The left STG volume tended to be correlated with delayed recall. The current study demonstrated that processing speed IQ, evaluated by visual attention in WAIS-III, was lower in MS patients than in NMOSD patients. However, other tests used to determine visual attention such as CAT and TMT were not different between the two groups. Therefore, based on the incongruent results obtained by processing speed IQ, CAT and TMT, our findings regarding visual attention should be interpreted with caution.
Our study also showed MS patients demonstrated worse general memory in WMS-R than NMOSD patients. As general memory in WMS-R consists of verbal memory and visual memory, decreased general memory may stem from decreased verbal memory in MS patients. Another study reported that MS patients showed worse verbal and visual memory, and verbal learning compared with NMOSD patients. [14] Both our study and the study performed by Kim et al., showed decreased verbal memory in MS patients compared with NMOSD patients. However, visual memory was not different between MS and NMOSD patients in our study. Therefore, decreased verbal memory may be a feature distinguishing cognitive impairment in MS patients from those in NMOSD patients.
Previous VBM studies reported that the left STG volume was smaller in MS patients than in HCs. [5] [15] Achiron et al. reported that the left STG thickness correlated with attention and information processing, in line with the current observation. [15] Left STG is generally associated with auditory and speech comprehension, [15] whereas delayed recall consists of visual and verbal elements. Therefore, decreased auditory and speech comprehension could cause deficits in both verbal memory and delayed recall. Although auditory and speech comprehension were not fully assessed in the current study, verbal comprehension in WAIS-III was not different between MS and NMOSD patients. Therefore, further investigation is required to confirm our hypothesis that deficits observed in verbal memory and delayed recall observed in MS patients might stem from worse auditory and speech comprehension experienced by MS patients compared with NMOSD patients.
This study has several limitations. First, brain MRI scans were performed by three instruments at random. However, similar coordinates were obtained even when the analysis was limited to the group of patients who were analysed with the same scanner, Signa HDxT. In addition, we obtained the same result by adding not only age but also MRI scanner difference as covariates. Therefore, we considered MRI scanner difference had little effect on the results. Second, HCs were not included in this study. Finally, not only the smaller left STG volume but also the tendency for larger TLV/ICV in MS patients may affect neuropsychological test results.
Conclusions
In conclusion, MS patients exhibited worse verbal memory and delayed recall than NMOSD patients regardless of their relatively younger age. GM volume loss in the left STG in MS patients might be associated with cognitive impairment. 
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